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TR Ok BRAhRE 6 » Atk 125 A% | 24 Atk | 30 » Atk | 36 » Atk
PR
(HEDEATENAIT, N A A E HE HE A
FEWIIABOHAE)
erB R ER ,3-Y=1Fm
AR V- w3
‘; Ll [N o o o o o
WE7 <
7T 4—
Tautomer 1 * % (8Tautomer 1T 0.27 0.34 0.16 0.18 0.33 0.39
DSt o Jgia B o (%) ~0. 39 ~0. 50 ~0. 26 ~0. 34 ~0. 43 ~0. 46
(2.0%LLF)
Ko (%) 5. 06 4. 89 4.89
(T.0%LLF) ° B o - ~5.36 ~5.05 ~5.39
HAEFEMEL | Tautomer 1 F
%) B B B 0.92 1. 10 1. 11
(5. 0%LLF) b ~1.47 ~1.20 ~1.21
Tautomer II *
%) B B B 0. 88 0.74 0.87
(5. 0%LLF) b ~2.22 ~0.95 ~0.97
A P — i A — A HE — WA
B (%) 75. 2 77.1 78.0 75. 2 73.3 73.7
(FAHERIT T0%LL L) © ~95.8 ¢ ~100.9 * ~93.3¢° ~90.0° ~94.2 " ~91.4 ®
E &R (%) 97.1 99. 3 96. 8 96. 0 98.0 98.0
(95. 0~105. 0%) ~101.0 ~100.9 ~99. 4 ~100.7 ~101.5 ~100. 2
£ v b n=3

%41y kb n=10X3
#%: K/ b n=6X3
a: BRAAIRF D HLRS I OFRER 715
b AKFRIRE D $AS o ORRER 7 15
c R RO PERFR  BAARF~24 » #1390 23, 30 K T¥36 » A #1360 73
# : Tautomer I :
(-)-(5R, 7S, 8R, 9S, 118, 13E, 15R, 18S, 19R, 20S, 23S)-15-Al1y1-3, 3, 8, 18-tetrahydroxy—-20-[ (E) -2—-[ (1R, 3R, 4R) -4-hydroxy-3
-methoxycyclohexyl]-1-methylvinyl]-7, 9-dimethoxy-5, 11, 13, 19-tetramethyl-21-oxa—1-azabicyclo[21. 4. 0]heptacos—13
—ene—2, 4, 16, 22-tetrone
## : TautomerII :
(-)-(1S, 98, 12S, 13R, 14S, 17R, 18E, 218, 23S, 24R, 25S, 27R) -17-Al11y1-1, 14-dihydroxy-12-[ (E) -2—-[ (1R, 3R, 4R) ~4-hydroxy—-3—
methoxycyclohexyl]-1-methylvinyl]-23, 25-dimethoxy—-13, 19, 21, 27-tetramethyl-11, 8-dioxa—4-azabicyclo[22. 3. 1. 0*°]

octacos—18-ene-2, 3, 10, 16—tetrone

IR TRER (25°C, FHXHEE 60%., 36 » H) OfEFR, #7 vV LAN 7/ 1Ing [VTRS | [Ti#
W OTGIE FICBWT SEMEZETH D Z &R I,

1v. ®AFNZBE5HE 9



@ %7l sAH7TE/NbEng [VTRS]
FIETZHE  PTP A (RERAIA D 703 B r—)

TH &% OV B 4R lkE 6 1 A% 121 A% | 18 A% | 24 A% | 36 » Atk
PEIR
(RAREOFE S 72 VHI T, A WA WA A WA bRy
AT A AOBE)
FfERE R ,3-Y=}Fnm
NP R
;ﬁ Ll N o o o o o
=
Mgy v~ b
777 40—
TR
Tautomer 1 *}% UfTautomer I1% 0.33 0.41 0.19 0.39 0.20 0.49
LS OEZG I E O E (%) ~0. 36 ~0. 45 ~0.27 ~0. 45 ~0.29 ~0. 55
(2. 0%LLT)
Koy (%) 4. 42 4. 60
(T.0%LLF) o o o o ~5.12 ~5.90
HIEFEMER | Tautomer I F
%) B B B 1.47 1. 40
(3. 0%L1F) ~1.78 ~1.57
Tautomer I *
%) B B B 1. 04 1.06
(3. 0% F) * ~1. 60 ~1.19
BRI — AR A — ke — ke A
R (%) 83. 4 86. 6
(60 55 HIZEI T0% L) 83.4 88.6 87.2 92.1 1006 0 | ~00.6
. ~96.6 * | ~103.2° | ~94.5° | ~103.1 ®
EEAREBR (%) 100. 5 99.5 96. 4 100. 0 98.3 98. 2
(95.0~105. 0%) ~102. 2 ~101.2 ~100.9 ~101.8 ~102.7 ~101.7
£r v bk n=3

*:48 v b n=10X3
# K2y b n=6X3
a: BHARRED KRS I OB 5 15
b AKGRIRE D HRS S OFRER 7 1k
c:24 V36 # Hth O¥HIZRIL 5% LA E
# : Tautomer I :
(-)-(5R, 7S, 8R, 9S, 118, 13E, 15R, 18S, 19R, 20S, 23S)-15-Al1y1-3, 3, 8, 18-tetrahydroxy—-20-[ (E) -2—-[ (1R, 3R, 4R) -4-hydroxy-3
-methoxycyclohexyl]-1-methylvinyl]-7, 9-dimethoxy-5, 11, 13, 19-tetramethyl-21-oxa—1-azabicyclo[21. 4. 0]heptacos—13
—ene—2, 4, 16, 22-tetrone
## : TautomerII :
(-)-(1S, 98, 12S, 13R, 14S, 17R, 18E, 218, 23S, 24R, 25S, 27R) -17-Al11y1-1, 14-dihydroxy-12-[ (E) -2-[ (1R, 3R, 4R) -4-hydroxy-3—
methoxycyclohexyl]-1-methylvinyl]-23, 25-dimethoxy—-13, 19, 21, 27-tetramethyl-11, 8-dioxa—4-azabicyclo[22. 3. 1. 0*°]
octacos—18-ene-2, 3, 10, 16—tetrone

EHRIERER (25°C. fAXHEE 60%., 36 » H) OfER, ¥ 70l AZX N7/ bng I[VTRS | il
W OTGIE FICBWT SEMEZETH D Z &R I,

1v. ®AFNZBE5HE 10



(3)

IEr SR RE D2 E e
PRAFSRM - OIRFE - 60°C i - %A
QiR

B O

1 40°C G - TR (R

QBFE : 30°C/75%RH S - BT 2w 7B

@Y : 20001x GRAMREI & 134 77 1x » hr) % — L BRIk
BIEREH - O, @OBHAaRE, 2, 4 BEE%

©. OBAtERE, 2, 4, 8, 12 I

ARBRIE - PRIR,

ik,

AREREIE : MR 3 R, &3, BHMELE 6Ny &)

2a ) AAHTENL0.5mg [VTRS |
ORI T 22 EMNERER [60°C]

I WERH :
BH AG 2 1 ] 4
o WHEOB D 72 NVA | YEREOED 7RAHA | REREAEDEH 7 Ll
WA A ORR WA A O R WAL A OFR
&8 (%) 100. 3 96.9 94. 4
CxrBHaaRE (%) ] [100. 0] [96. 6] [94.1]
W (%) 91.7 72.4
[ —fk (%)) [87.3-95. 3] [55.1-83. 3]
O FEIZxI T 5 2 EMERRR [40°C]
_— T E A
MEHEH : - - -
BH AG 2 W 4 8 I 12 HfHE
U YOO 72 VH | WSRO 7 VA | WEREODER 7/ NA | YSEREOED 7K | Yo 7L H|
NEIZACGEOMAE | NEMIZAEGOMAE | NEMIZEEOBER | WEBIXEEAOKER | WAPIZAGAOBRE
g (%) 100. 3 100.0 99.7 100. 6 99. 4
Cribhes (%) ] [100. 0] [99. 7] [99. 4] [100. 3] [99. 1]
EHE (%) 91.7 85. 3 82.9 84.5
U =5k (%)) [87.3-95. 3] [78.7-89. 3] [78. 4-89. 4] [80. 3-89. 6]
O Ik D& EMERER [30°C, 75%RH]
B TR
B AE 1y 2 R 4 JE R 8 J i 12 AR
. YRR 7 RVA | YSREOODEEL 7 RVA | HESREOED 7 RNA | YOO 7AYo 7L 4|
WNEIZAGOBE | NEIACOHE | NEMITIAEOBRE | WEDIXAROBRE | NEDITAGROBRE
&' (%) 100. 3 98. 3 99. 8 99. 4 100. 9
Crlfans: (%) ] [100. 0] [98. 0] [99. 5] [99. 1] [100. 6]
EHE (%) 91.7 84. 4 84.0 87.1
[N —Fek (%) ] [87.3-95. 3] [80. 7-87. 1] [80. 5-90. 0] [83.5-95. 7]
@O D EMERER [20001x]
A A WERH \
BHAARE 2 A fH 4 1 H
s WHRODW A 7 RAVA | READOWH TRAR | REGEOTES 72 AHF
NEMDITABOHRE NEMDIZABOHRE NEDIZACORE
a8 (%) 100. 3 100. 1 101. 1
[t BHAER: (%) ] [100. 0] [99. 8] [100. 8]
wEHE (%) 91.7 81.4
[/ h—I ok (%) ] [87.3-95. 3] [74.5-91. 2]

1v. ®AFNZBE5HE
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Z7aUAABLTENLIng [VTRS|
OEE T D2 EMERER 60°C]

WEEH e
BH AR EE 2 1AM 4 JH
. B0 S 72 L H FEORE D 7 LAl H O h 7 VAl
AT ABORE AT ABORE NAEWIZEAOHE
i (%) 100. 5 100.3 100. 1
[t BRAARE (%) ] [100. 0] [99. 8] [99. 6]
WHE (%) 93. 4 81.4
[/ —5 K (%) ] [84.3-98.9] [70. 8-86. 4]
QIR IR D& ErERER [40°C]
HEEH MR
BA hAlRE 2 4 J 8 [ 12 [
U HEOWA 72 AHF | BEOH 7/AAl | B0 7EAA] | BEOA 7BAHK] | BEOWS 72 H
NEDIACGCORER | NEDITACGEOMRE | NEMIZAGROBKER | NEMIXEROKE | NAMZAROKE
aa (%) 100. 5 101. 7 101.7 101.2 101.0
rIBRAETS (%)) [100. 0] [101.2] [101.2] [100. 7] [100. 5]
WHE (%) 93. 4 86. 6 82.8 87.2
[/ — ek (%)] [84.3-98.9] [85. 3-89. 8] [74.9-94.1] [78.6-91. 8]
@Mz x4 B2 EMRER [30°C, 75%RH]
HEE B MRS
BA hAlRE 2 4 J 8 [ 12 [
U HEOWA 72 AHF | BEOH 7/AAl | B0 7EAA] | BEOBA 7eAHK] | BEOWS 72 AHF
NEDTACEOHER | NEDITAGEOE | NAMIZAGOBRER | NEMIXBEROKE | NEMZEAOHE
& (%) 100. 5 100. 6 101.0 101. 6 100. 2
CetbtaR (%) ] [100. 0] [100. 1] [100.5] [101.1] [99. 7]
EHME (%) 93. 4 87.6 83.9 87.8
[ h— 5k (%)] [84.3-98.9] [84.0-90. 1] [74.6-91.5] [73.2-104. 9]
@Yz A EMRER [20001x]
e WES \
BHAARE 2 A fH 4 A ]
. HEORE S 7 & /LAl B &S 7 & LAl H @O 7 & LA
WEDIZABDOHE WEDIZABOHE NEDIZACBDHE
EE (%) 100. 5 9.8 92.5
Ut BrbaE (%) ] [100. 0] [96. 3] [92.0]
W (%) 93. 4 78.5
[/ —& K (%)] [84.3-98.9] [71.9-84.9]
Iv. fHNCBI4 %A 12




Z7a U AALTENLbEng [VTRS]|
OEE T D2 EMERER 60°C]

. U 7E A
HEmEH - -
BH AR EE 2 1AM 4 JH
Pk RAREORD T A | RFREOED 7L AH | RAEOHD 72 AA
AT ABORE AT ABORE NAEWIZEAOHE
i (%) 100. 2 99.3 99.1
[t BRAARE (%) ] [100. 0] [99. 1] [98.9]
WHE (%) 97.2 70. 8
[/ —5 K (%) ] [90. 3-100. 4] [52.8-88. 8]
QIR IR D& ErERER [40°C]
HEEH MR
BA hAlRE 2 4 J 8 [ 12 [
. JRARCORER T RNA | JRARGAORED T RNA | IR T VH | PR 7 2VH | RIREGEORED 72U
NEDIACGCORER | NEDITACGEOMRE | NEMIZAGROBKER | NEMIXEROKE | NAMZAROKE
aa (%) 100. 2 100. 9 99. 3 101.0 98. 4
DotBisErs (%)] [100. 0] [100. 7] [99.1] [100. 8] [98. 2]
WHE (%) 97.2 90. 6 96. 7 96. 6
[Foh—&k (%) | [90.3-100. 4] [87.5-92.1] [93.3-100. 7] [91. 7-100. 3]
@Mz x4 B2 EMRER [30°C, 75%RH]
HEE B MRS
BA hAlRE 2 4 J 8 [ 12 [
oS JRARCORER 7 RNA | JRARGAORED 7 RNA | PIROOBE T VH | PR 7 2VH | RIREGOED 72U
NEDTACEOHER | NEDITAGEOE | NAMIZAGOBRER | NEMIXBEROKE | NEMZEAOHE
& (%) 100. 2 100. 3 102. 2 99.9 99. 4
CetbtaR (%) ] [100. 0] [100. 1] [102.0] [99. 7] [99. 2]
EHME (%) 97.2 98.9 93.5 96. 4
[Foh—&k (%) | [90.3-100. 4] [97.0-102. 6] [84.8-97.7] [90. 0-101. 9]
@Yz A EMRER [20001x]
e WES \
BHAARE 2 A fH 4 A ]
. JRARDTE S 72K | IRAREOEH 7' | RAFREOFE D 7 & L H
WEDIZABDOHE WEDIZABOHE NEDIZACBDHE
EE (%) 100. 2 99.7 100. 4
Ut BrbaE (%) ] [100. 0] [99. 5] [100. 2]
W (%) 97.2 95. 4
[/ —& K (%)] [90. 3-100. 4] [90. 4-100. 1]

SRF DA HREE TOMRIFITEA L LU UIHELE L T2y,

1v. ®AFNZBE5HE
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. REERVEREOREN
A L7g

. F L DESELL (MEEFHIEL)

B LR

. RHIE

{’Eﬁéjﬁ@J 13) ~15)

O 2/ sAHFENL0.5ng [VTRS]
MR DN EERA O LW R REERR T A N7 A2 ) CP 1242 A 14 0 EAR
5564 7, PR I8 AFE 11 H 24 H—EUE AR IEE 1124004 75) ([THESE, #7 0 AR
TN img [VTRS) ZfEMESL L LTH 7Y AALTEAL0.5ng [VTRS | OEHRARZE
i L7=fE R W OBRBRIRIZB W T HIRH B O RS R S i, WA AR RS L

e iz,
AR

ARBRIE BRI AR IR = el 3K
ANERVE | pHL 2 (B AR 78 HRRERES 1) 900mL 50rpm

pH3. 0 ({87~ McIlvaine FEMHEHK)
pH6. 8 (H AR ¥ HEBRER 2 k)

K
pH3.0 (& 7= McIlvaine FEER) 900mL 100rpm
n=12
pH1. 2 (50rpm) pH3. 0 (50rpm)
120
120
100 |
100
= 80
~ 80 §
§ ________________ H‘l’ 60
# 60 3
A o400t B —0— 4901 LZHTtIL 05mel VIRS]
B 40 —0— 4909 LZAT )L 05mel VIRS) ot o A
2| o AR K FA9fE
FiyiE 0%
o . 0 60 120 180 240 300 360
0 30 60 90 120 BHEER (5)
B R (59)
pH6. 8 (50rpm) 7K (50rpm)
120 120
100
100
""""""" =9
§ 80 F et gé "
éﬂ 60 g}a 80
5 —a— [ mgl
40 240U LZHT )L 05mel VIRS ) # ., o 85EULRAT N 05meIVIRS)
2 O IRER .
i 2 Rt £ 1)
(1<
0 30 60 90 120 0Kd 4
AR (5) 0 60 120 180

B HEFRE (53)

1v. ANz 5IEE 14



pH3.0 (100rpm)

120

100

80

3
‘,\:} 60
ﬁ % —8— 490 LZRhT 1)L 05megl VIRS |
2o o R Tt
0%
0 30 60 120
B HEER (5)
HBp s WH=E (%)
%t 545 | 104y | 154y | 304 | 454y | 604y | 904y | 1204 | 1804y | 2404y | 3004y | 3604y
1
oH d 7 B AR 8.7 | 30.4 | 37.3 | 50.3 | 58.0 | 63.9 | 71.4 | 75.4
1.2 A TENM0.ng | + + + + + + + N B B B
. 'VTRS | +9.2 | £5.3 | 3.8 | 3.0 | £3.8 | =4.5 | +5.4 | +6.6
50 ) 18.2 | 31.3 | 39.8 | 53.5 | 62.0 | 67.8 | 74.9 | 79.7
rpm FEHE G, _ _ _ _
+2.1| 3.3 | 4.3 | 5.0 | 5.4 | =5.7 | +6.0 | *5.9
1
ol 5770 RULA N 70 | 32,7 | a7 | 55.5 | 64.2 | 70.3 | 76.5 | 81.5 | 85.6 | 87.4 | 88.3 | 86.4
3.0 % 710, Sme + + + + + + + + + + + +
. "VTRS +5.2 | £5.6 | £4.8 | £5.6 | £6.2 | £6.1 | £7.1 | £7.3 | £7.2 | £8.1 | £7.8 | £6.9
50 . 17.3 | 31.0 | 39.4 | 53.8 | 61.9 | 67.3 | 74.0 | 78.1 | 81.5 | 84.3 | 84.6 | 83.5
rpm iﬁ@lﬁl
+3.8| 4.4 | +4.8| +4.9 | £5.5 | 5.2 | +6.1 | +6.4 | 6.9 | 5.7 | 6.2 | £6.2
ol | 22 AA 99 | 36 | 0.2 | 546 | 63.2 | 68.5 | 77.1 | 80.2
6.8 77 /10. bmg —+ + =+ + =+ + + + n B B n
. 'VTRS | +8.3 | £3.7 | 3.5 | +4.7 | £5.4 | =5.6 | =5.5 | +6.3
50 ) 21.4 | 36.5 | 45.8 | 60.1 | 70.1 | 76.7 | 83.7 | 88.5
+2.9 | 3.7 | 2.8 | 3.1 | *4.2 | 4.4 | 4.6 | 4.5
1
d 7 RULA | 98 | 35,9 | 44.6 | 58.3 | 67.2 | 72.5 | 78.0 | 80.7 | 84.2
A& | 710, 5mg — — —
+1.6 | £2.6 | £2.6 | =3.3 | £5.5 | £4.2 | 4.0 | 4.1 | £5.2
0 [VTRS]
) 18.0 | 36.1 | 46.3 | 62.7 | 73.3 | 79.0 | 86.4 | 90.6 | 93.2
rpm e S, — — —
+3.9| £4.1 | 3.0 | +2.8 | *3.3 | 2.6 | 2.7 | 2.9 | *£3.2
ol 5770 RULA N o036 | 386 | 47.7 | 629 | 71.1 | 77.8 | 83.4 | 86.8
3.0 P 7L 0. g + + + + + + + + n B B n
. 'VTRS +3.5| £3.5 | £3.9 | £4.3 | 4.4 | £5.0 | £5.7 | £5.0
100 ) 25.9 | 42.1 | 52.3 | 68.2 | 77.1 | 81.3 | 86.9 | 89.8
rpm i%z%l:‘l:ll] - - - -
+2.1| 3.7 | 6.1 | +8.9 | £5.9 | =5.7 | +5.9 | +5.9
SEIAE - FE AR A2 n=12
Iv. ®HIZE$ 23HA 15




® #r7ma)AsAHTENIng [VTRS|

Zral) hAHTEN Ing [VTRS | CHEESLORERBRZ B LR, 470l h2Ah T
b Img TVTR S TV FNORBRIFICE DT HIRHEE L L, (15 E K5 O AW R
HEMERABRAT A RT 4 2 OBEMEBO RSO EEMEIES L,

AR
AL AR AR & Bz

NRVE | pHLL 2 (BEARSERH AR 11R) 900mL 50rpm
pH3. 0 (7= McIlvaine FEEIR)
pH6. 8 (H AFEJR 75 ¥ HIRRER A 2 ¥R)
K
pH3. 0 (7= McIlvaine FE@ER) 900mL 100rpm

n=12

pHL. 2 (50rpm)

pH3.0 (50rpm)

120 120
100 100 |
. L ~ 80 |
3 ol N < S S
60 . # 60
H H
B4 —0—490YLRHT L 1mglVIRS 840 —0—49aYLZRAT )L 1mglVTRS]
T £ 1) o RS
o Tl " FHfl
0¥ i} L L s L
0 30 60 90 120 0 60 120 180 240 300 360
BB (5) B e ()
pH6. 8 (50rpm) K (50rpm)
120 120
100 100
- t < 80|
g g
# 60 | # 60 |
H H
o0l —a— 450y LRHT I 1mglVTRS ) o400 —8— 490 LANT L 1mglVTRS]
20 [H® o R - 2 o M _—_—
0'. L L 0 .' . = =
0 60 120 180 0 30 60 90 120
B HEERE (53) BB (53)

120

60 |

—8— 490 LAHT Il 1mglVTRS)

BHE (%)

40 |

R 2T
20 Rl

60 120 180

R ()

1v. ANz 5IEE 16



5 W (%)
" SEA
S 545 | 1045 | 154y | 304y | 454y | 604y | 904y | 1204y | 1804y | 2404y | 3004 | 3604
1
ol 5770‘3 UAA | 189 | 31.3 | 390.8 | 53.5 | 62.0 | 67.8 | 74.9 | 79.7
1.2 A 772\ Ing =+ + + + + + + + B B B B
. 'VTRS | +2.1| +3.3| +4.3| 5.0 | =£5.4 | =5.7 | £6.0 | *£5.9
50 — 6.4 19.5 | 28.1 | 44.5 | 56.8 | 64.7 | 73.1 | 76.9
rpm S +4.1| +8.3| +6.5 | 7.0 | 6.8 | =6.9 | =5.7 | +6.4
H F7BYLA N 59 1310 | 394 | 53.8 | 61.9 | 67.3 | 74.0 | 78.1 | 81.5 | 84.3 | 84.6 | 83.5
b B 7V 1ng
3.0 'VTRS +3.8| +4.4 | +4.8| +4.9 | £5.5 | +5.2 | 6.1 | £6.4 | 6.9 | £5.7 | +6.2 | =6.2
50 ] 12.8 | 28.3 | 38.0 | 56.8 | 68.5 | 76.4 | 80.1 | 81.9 | 82.4 | 83.5 | 85.0 | 87.7
+7.2| 7.5 | £6.1 | £7.3 | £6.1 | £5.7 | 4.3 | £5.1 | 5.0 | £4.4 | +3.8 | =4.8
1
H 5770'3 VAA | 914 | 36.5 | 45.8 | 60.1 | 70.1 | 76.7 | 83.7 | 88.5 | 91.8
b
68| PO EMmE o har | was | ca1 | wan| ad| ca6| +as | tae| - -
. "VTR SJ —_ . —_ . —_ . —_ . —_ . —_ . _ . _ . _ .
50 ] 12.6 | 25.0 | 34.5 | 54.7 | 68.3 | 76.7 | 84.3 | 85.4 | 87.2
rpm e, _ _ B
+2.2| 1.6 | +1.7| 2.9 | 2.6 | =2.5 | £2.8 | £2.8 | *£3.3
570‘:’ VAZA | yg0 | 36.1 | 46.3 | 62.7 | 73.3 | 79.0 | 86.4 | 90.6
K 71 7 v 1mg N N N N N N N N — _ _ _
. 'VTRS | +3.9 | 4.1 | 3.0 | 2.8 | £3.3 | =2.6 | £2.7 | £2.9
om ) 11.0 | 28.9 | 41.7 | 64.0 | 76.2 | 82.5 | 85.4 | 86.9
p FEYE, _ _ _ _
+3.6 | +3.7| +4.0 | 3.9 | =3.4 | £3.4 | £4.1 | *£3.3
1
H 570‘3 VAA | 959 | 42,1 | 52.3 | 68.2 | 77.1 | 81.3 | 86.9 | 89.8 | 92.3
b
g0 | P7EMmE o ia 7| w61 | £89| +5.9| 45.7| £5.9| +5.9 | 452 | B B
100 ) 19.7 | 36.7 | 48.1 | 66.8 | 76.9 | 81.3 | 83.8 | 84.7 | 87.9
rpm e, _ _ B
+4.7| 2.3 | 2.2 | 5.6 | £7.1 | 6.8 | 4.6 | =2.6 | =2.1
SEIE =R ERZE n=12
V. ®ANZRI3 5HE 17




® #r7maYALAHTENEng [VTRS|

Zral) WAHTEL bng [VTRS | CHEESLORMREBRZ B LR, 4270l h2Ah T
L bmg TVTR S TV FNORBRITICE DT HIRHEE L L, (15 E K5 O AW R
HEMERABRAT A RT 4 2 OBEMEBO RSO EEMEIES L,

AR
AL AR AR & Bz
NRVE | pHLL 2 (BEARSERH AR 11R) 900mL 50rpm
pH5. 0 (& 7= McIlvaine FEEIR)
pH6. 8 (H AFEJR 75 ¥ HIRRER A 2 ¥R)
K
pH5. 0 (7= McIlvaine FE@ER) 900mL 100rpm
n=12

pHL. 2 (50rpm)

pH5. 0 (50rpm)

120 120
100 + 100 |
—~ a0l B 2 —~e b e O -
2 2 .
B 60 B 60 -
H H
B o4 b —O0—440YLRHh T+l 5melVTRS) B o400 —O0— 440y LRAT L 5melVTRS)
o AR L oo AR
20 T8 o R
0 J 0 i
0 30 60 90 120 0 30 60 90 120
B EERE (5) BB (59)
pH6. 8 (50rpm) K (50rpm)
120 120
100 | 100 7
S R - Sy e wl T
g g
# 60 60
H H
840 —8— 450 AZHT 1)L SmelVIRS) ' —8— 4901 LZHT L 5SmelVTRS]
oS, BRSNS & 1)
5 o AR - 20 | o i
o . ol .
0 30 60 90 120 0 30 60 90 120
B HEERE (5) SEHBERT (4)

pH5. 0 (100rpm)

120
100 |
gé 80 |
B 60
Eg o —8— 490 LRAT )L 5melVIRS)
O FEHES
2 THf
0 ‘ L L L
0 30 60 90 120
B R (53)
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. wHE (%)
o HEH
%fE 54 104y 154y 304y 4545 6045 904y 1204y
1
o f7f7jj VLA 12.1 24. 1 34. 2 52.0 61.8 69. 6 7.7 83. 1
1.2 A 772\ mg + + + + + + + +
. "VTRS +4.1 +5.6 +6.5 +4.7 +4.4 +4.8 +5.0 +4.6
50 . 9.8 21.0 29.7 48.7 63.3 74.1 86. 0 91.5
rpm iﬁ@lﬁl
+2.3 +3.4 +4.0 +4.5 +4.5 +4.1 +3.8 +3.6
oH ’7'7jg VA= 8.6 19.7 29.3 47.5 59. 1 66. 6 75. 4 80. 7
5.0 H 7k bmg + + + + + + + +
. 'VTRS | +2.2 +3.8 +5.3 +4.3 +3.6 +2.4 +3.2 +3.3
50 ) 9.1 20. 8 30. 1 49.2 63.2 73.1 84.5 89.3
+1.5 +3.3 +4.8 +5.2 +5.0 +4.6 +3.8 +3.1
1
o f7f7jj VA2 12.7 26. 8 38.5 58. 7 69. 9 77.3 85.9 90. 3
6.8 N 7L )\5me + + + + + =+ =+ +
. "'VTRS +2.6 +5.5 +5.9 +5.4 +5.3 +4.7 +4.9 +4.8
50 ) 11.1 26.2 36. 6 56. 0 69.5 78.9 88. 2 91.1
rpm FEUE T
+0.9 +1.6 +1.8 +1.6 +2.5 +3.4 +4.4 +5.1
’7'7jg VhA 12.3 25.3 36.3 58.3 71.0 78.7 86. 6 90. 6
7J< jb 7 '12/1/5mg + + + + + —+ + —+
» "VTRS | +2.4 +5.1 +6.2 +4.1 +2.9 +3.0 +4.3 +3.9
) 8.9 25.5 38. 3 62. 4 78.0 86. 9 93.5 95. 4
rpm FEYES
+1.9 +3.4 +4.1 +3.5 +2.8 +2.0 +1.3 +1.3
1
oH ’9f7jﬂ VAR 20. 3 37.5 49. 4 67.5 77.1 82. 8 89. 0 91.2
5.0 % 7t/ g + + + + + + + +
. "'VTRS +3.5 +4.4 +3.5 +3.0 +2.4 +2.0 +2.1 +2.2
100 . 13.2 32. 4 45. 4 68. 2 81.5 88.3 94.5 95. 2
rpm FEUE T
+1.6 +2.8 +2.1 +2.3 +2.9 +3.2 +3.8 +3.7

PEMEEARE R n=12

8. EWFruEERE
EARSANA

9. HHFDAMRS DHEDRRERE O
HARF S [#7nal) axh7 k) ERaBRICE 5,
L,3-Y= a2 205006 (Zimmermann )

10. BFBDEFIEDDEEE Y
HASRS 15227 m) h2AH TN EREICLD,

1. A
M LR

V. BIB9S A 19



12. BAT BTEEMD H BTN
LR L

13. ARLEIEAVDELRBICET 2ER
S LR

14. Z 0tk
AATEPAREDONERIZ K 0 WERFF 2130 > T D,

1v. ®AFNZBE5HE 20



AEICEAT HIER

1. MEEXIEHER

(B8 YLRATEILOIMg-Img TVTRS])

4. REXIIZE
O T DFEARTBIEIZ & (T H4EHE R G D HNH|
B, HBiE. ODBiE. MBiE, BEBiE. NaBiE
OBRBHEICE 1T D HEMERIE KR OFBHE F 33 78 £ 5% D
OEEMBENIE
OME o< F EBIFARTHRRTDLTERICIRD)
OL—TRE%X (RT704 FEIOBRENHREF+5. RIFZBMERICL Y RELSE)
O#AME (X704 FEHME. AT 04 MEFNE) OFBHESBERBE (PHFE~EEICRSD)
OLHRMHE - KEFHRICEHT 2EE M %

(B8 YLRATEILME TVTRS)

4. MEERIFHHR
OTEEDIEARFEHEI & 1T BB RIS DHNH|
BIiE. FFtE. DBHE. MshE. BBiE. IEsiE
OB BIMIEIC & [T HIEE RIS B U TBHE v xt & 95w D 1l
O#tatt (X704 FEfMME. X704 MEEFN) OFBHESEXREX (RWHE~ZEICRD)

2. MEERIIHRICEIET HFE

(BB YLRAATEILO05mg-Img TVTRSI)

5. MEENXIEHRICEET HEE

(B HEEHE)

5.1 HLA B & MR CIIAM 25 —BPEE L 1T L2V &,

(EERMENE)

5.2 KA HMTHEM LG E R ORAT v A RERIBFRGICHEN L7e5a OF M &k O ari
N LT, ARFI OB R VA 7 1 A REIRIBEGIZIS 1T D0 H OB IT D 70,
(EAEi) o< F)

5.3 MEDIHFICBWT, FEAT oA FEFIRIEA KOO Y 7~ FHEIZ L 5O 72168 21T
STH, KABIGERT 2L 0RIERDEDLI GBS T2 L,

L—TRE%)

5.4 ZMEHCHEBIEENE O B O REICBE A U 72 BR O ARKI O 2 K OV AP TN ST R0,
CEBMXEZR)

5.5 IpHIREI S 2 5B I, IR (AT a4 FEEME, A7 a4 FEGEH) ThHZ L 2ERT 5
ze,

5.6 AN K D HMERHRE DA ZME KR OV RMEIIMESL LTV 7R,

V.
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(B8 YLRATEILME TVTRS)

5. MEERIFHRICEET HEE

(ERBE)

5.1 HLA BE FRAFBAL TIIAH 258 @I L T L2 &

CEBMEXRE )

5.2 GRS 2 2B, HIAME (X7 uA REFME, AT mA NKEME) THDHZ LT o
Ze,

5.3 AKANC & 2 HERHIRIE DA DE R OV B VEITHENL L Ty,

3. HERUVAE

() BZERUVBAEDRER
(BB YLRATEIILOSMg-Img TVTRS)

6. RAERUVAE
BEREDISE)
wEE, ICIEZ 7 e ARELT1HE0. 15mg/kg 2 1 H 2[R AOBE L, Uk, hRxlZBET
%o MEFFEIL 18] 0. 06mg/kg, 1 H 2 [BIFE O &5 2120 L 32528, JERICE U GREEKT 5,
(FFBHEDISE)
wEE, ICIEZ 7 e ARXELT1HEO0. 15mg/kg 72 1 H 2B OG5, DL, Rx ICBEE
L. MERFEIZ 1 HE 0. 10mg/kg ZAZEHE L T2 23, SERICIS U Cli BT 5.,
(LBHEDISE)
WL, WINCIZZ 72 ) A AL LT 11E0.03~0. 15mg/kg # 1 H 2 Bk A#KES 5, £7-. fEE
FORZEBBNIARK OB G- 2 BthT 2356 121%, @, #2781V A AL LT1E 0. 075~0. 15mg/kg
%1H2@%D&5ﬁ60u%\ﬁh_mbfﬁﬁﬁﬁb\ﬂibth%#%%mn% X, frx
2R L TR R & CHERF T 2,

<%@m®%A>

HEL, P i&ﬁm)Ax&Lf1E0%~owm&g%152@%m&5¢5 DIt . SR
6 U CHEHR L, 28 LIOIRIED S DL BITIE, Ra loE L TR & CHERFT 2.
(EBEDISE)
W PINCIEZ 7 e ) A AL LC1IEO0. 15mg/kg # 1 A 2B O%BET 5, Lk, HBrllBE
L CH D B THER T 5,
(UNBEBEDISE)
L, PINCIEZ 70 ) A2 L LT1EO0. 15mg/kg 2 1 A 2 B OGS 5, L&, e lZBE
L CH D B THER T 5,
(BHBEDIEE)

WE, B L ARTL Y2 7o) A2 LT 1E0.06mg/kg 2 1 H 2 B AEET 5, BHEYIHIC
7Y AR ELTLEO 06mg/kg 2 1 H2EEEAOFKEG L, U, malBET 5, £72. B
T *HE BB ICAFI OB G- 2Bt T 256123 BF . #7a U AXE LT 118 0. 15mg/kg
Z1H2EEOFBET 25, 2k, RIS T CETHERT 5,

V. IGRRICEEY 5T A 22



B, AFOKROZGREOWIII—ELTE 6T, BFICLVBEAERH LD T, MHREDSE
WS O BIVE F IR ONC i 9 FE DME W5 O FEHE SO B OB HE R ki EIR OB 2 BL 7=, R
FHORBIIG U TP HEEZHE L, b7 7 L-UL (trough level) DILHIEEZEHEIC L THK
HEZHET 5 &, FICBHEER & DV 5RGEZ ITHEENC PR ERE LTS 2 & N
FLW, 228, MH b7 7RED 20ng/nl 282 5 M BEWEES, BWEARRE LT 25
DTHEETDZ L,

(EEFRBENEDESE)

W, BAICIZZ 70 ) A2 LT3ng A 1 H 1 RIYAERICROKET S,
(A& I FDIHE)

WHERAICIEZY 7 e ) AALE L T3ngx 1 H LAY EBZICEOEET 5, 70k, @nE 1213 1. 5ng
Z1 B 1EYEHRKEROESG GG L, ERICEY 1 H 1 3mg £ THETE 5,
(IW—TRBEXDBE)

W RRAICIZZ 7Y ARE L T3nga 1 H1EYEZICROKET S,
CEBMRBXDEE)

WE L. BRI, I Z 7 a ) A2 L LT 1A 0.025mg/kg 2 1 H 2 [AIgAAH# K O &1H%I1C
BO®E9 5, U2 @M, BELS N7 7#REES 10~15ng/nl & L, MH ~T7 7RELE=4
Vo7 LambEE&EE2HRET 5, BG5M% 2 BHLME., BEMDT T 7RE% 5~10ng/mL
L LG EERET 5,

(BRMUHX - KEHRICEHT IHERRMADEE)

WL R, I 72 ) A2 L LC1IE0.0375mg/kg % 1 H 2 FIFIR% &K Y %I
BOET 5, Lk, BfEMS T 7iEES 5~10ng/mL & L, M +7 ViEEEZE=FY S
L b5 8445,

Aoy LRAATEILSmg TVTRS D)

6. FRiARUVAE
(BEBHEDIEE)
W PIENCIEZ 7 e ) A2 LC1EO0. 15mg/kg 2 1 H 2 BER ARG L, Dk, BRxIZEET
%o HEFFEIL 1 [B10.06mg/kg, 1 H 2 BEIfR OG- 240 L §- 528, RIS Ul T 5.
(FFBHEDISE)
WL AIENCIZZ 70 ) A AL LT 1EO. 15mg/kg 2 1 H 2R O#BET 5, L, Ba s
L. #ERFEIX 1 BE 0. 10mg/kg ZAZHEL F- 2203, JERITIE U CHEEHEKT 5,
(LBHEDISE)
HWE, ICEZ 7 ) AR L LT1IE0.03~0. 15mg/kg 2 1 H 2 B A& 5, F7z, fHifl
FOSTBZNIAKN OF G- ZGT 255 121%, @, 7 v U AL LT11E0.075~0. 15mg/kg
Z 1 H2BEOEE3 %, Dk, ERICE U CHETEE L, Z8 LIREERE SN %I, ke
iR U CR R B THERRT 5,
(MBHEDIHE)
HWE, PIENCIEF 7 e ) A2 LT 1IE0.05~0. 15mg/kg & 1 H 2 Bl N5+ 2, Lk, ek
Wt U ClEEHR L, ZF LTS O N7 %ITiE, e CE L TR & CHERFT 5,
(EBEDIHE)
WE, MHNCIEZ 7 e ) AR LTLIEO. 15mg/kg 2 1 A 2 [BRROF G325, Lk, hallBE
L CHERD B THERFT 5,

V. IGRRICEEY 5T A 23



(IMNEBHEDISE)

HE., I 7 e AL LT1HE0. 15mg/kg 7 1 H 2B OG5, L&, fRx ICEE
L CH D & THERFT 5,

(BHBEDISEE)

WH, B HETX W Z 270U A AL LT 1E0.06mg/keg 2 1 H 2 [ O#54 %, BHIHIC
78 AAELT1H0.06mg/kg 2 1 H 2 [BIFEOEE L, Lk, Ral&ET 5, £ B
TR RHE BIRRE B AR O 52 MG T 256121 B, 4 71 U LA L LT 1A 0. 15mg/kg
Z1H2BEEAOKET S, 2k, ERICE U CHEEHEET 2,

B, AFOKROBGREOWPII—ELTE LT, BFICLVBEAERH LD T, MHREDSE
WIGE O RIVERE QN i R BE DM IGE OFEME S K OFAHE x5 BIR ORBLAZ B T2, B
FOWRPUNIE U T HRELZHIE L, F7 7 L~UL (trough level) DmMHEEZZEIT L TH
HGREZRETHZ L, FFICBHBER S 2 WX GRGEZITERNC M RERNEZIT O 2 N
F LV, Z2d, M~ T 7HREN 20ng/nl B2 5 HFNEWEES. BIEANRI LT 25
DTHEETLHZ &,

CEBMRBRDIGEE)
WE. BRI, I Z 7 a ) A2 L LT 1A 0.025mg/kg 2 1 B 2 [AIgAEH# KOS &1H%I1C
BRO%ET 5, Utk 2 @M., BELS N7 7 RES 10~15ng/nL & L, M~ 7 7RELE=X
U7 Lin bR EREFEST 5, #50MG% 2 UKL, BAEMTd T 7#E%L 5~10ng/mL
LB EERET 5,

(2) A

ERUVRAEDRERE - RN
(V-5 (3) MEMISIRFEHER OEHEM

4. RERUVHEICEHET HEE

¢

28 Y) LAATE)N0.5mg-1mg TVTRS)

7

7

1.
1.

1.

. AERRURECEET 5IE

(GhEEHE)

A EF O 7 v ) AAOL AIIRMERE/H AT D72, AR OG- 84T 2BIcEa
MAREZREST S Z &,

2 BN EFEATAHICY > TE, ROSICEET A L,

2.1 JERL & 1 72 v O ARSI IRRGE S VTV R, ERIO B 72 V2% T 25 Cmax &
NAUC DM IXE 24 1. 18 KN 1. 08 ; 16. 1. 8 B ]

2.2 H 7N EFERIOYIY HA 2 K OGERICER L CiE, MAPREZREST D Z ik v BB LD
W DEEINIRNZ EEERT HI &, 728, UI0#ZH 2 WIS IO EE R A B
AT, BREIS U CREBEZHRETLZ L,

3 BT EE AN T A B AICBEENRO SN TWAHDOT, MAPEE (BLF#HEE 12
#%) 2 TE 5720 20ng/nl LLFICHERF+T 2 2 L, [11.1.1 B8]

A M OREEIEIR & OGFHIC LV | EEORIEMHEIORTREMEN B D, R, IBERBAEIZI VT 3
& DT 4 Al OSBRI & LA A DR 7= 2RI IHIRIE AT © Ba12id, AR oy S
BERSRET D Z ENAREREGE D H 20, BAHEE OWREK O S5 o faz il o
F¥H - G EEEZBELCHETLZ L,

V. IGRRICEEY 5T A 24




(FrigtE. BERER VBRI
1.5 HRBOREICEN T, ABENZARICHANMEAEZRLE LZEERELNLTHDEDT, #
BREOBRICEE TS Z L, [17.2.1, 17.2.5 B]K]

(B HETEHE)

1.6 7 L7 F=ENEERTIO 25%LL E R L=8E12id, AAFID 25% UL EORE IR D
WY R EEERTDHZ L, [11.1.1 28]

1.7 M REMEWGE IR X8 B AR LI TN D O T, B 68 7 8 R 1 13
T 2 T& 57717 10~20ng/ml &9°5 2 &,

(EERMENE)

1.8 RIEH OB ZRI T, H5G 3 ZAMIZ 1 Z A 1 B, DRITEMMICE L2&E 12
Bt oM EZNE L, RSBEEZFAG T2 ERZE LV, £, AANC L +H507280 R A
BOoNTHEEITIE, TONEPHERTEOIHEETHET DI ENEE LY,

(EAEi) o< F)

1.9 @A, HGBMB4EKETLA 1Lomg 5 & L TEEEE R LT LT, R +56
Wi, 1 H Smg I ETDHZEMEFE LV, T2, HETLIHEAITE. BEHORRZE -0,
BLEHEE 12 FHEZOMPREZNEL, KHEEZME T L ENEE LY, [9.8 5]
(L—TRAEX)

7.10 BIWER ORI EE T2, 53 Z AR 1 7 A2 1E, DRBITESFMICB L Z&E 12
B oM PEEEZNE L, RSBEEZFAG T2 ENZEE LV, £, AAlE 2 4 H UL Bk %
HLTH, REAZR EOBERERIT L OGIE PRI THRN S b2 nEaicix, 5%
FIET 270y, MOWBERIEICERTTHZEREFE LY, —FH, AFNZL 0+ 0 RmNE =%
B, ZOMREPHRCEOIHBEECHETHZENEE LU,

GEBMEXE2%)

711 WRFEOINIAERNC R T 7REZNE LG EEZRET 2720, AR IIZIUCHE T 2E
HOTTHERETHZENEE LU,

712 FHI. 1 B0 o580 FE% 0.3mg/kg & L, BHIROSICHEE L CHEZRET5 2
Lo [17.1. 12 1]

71.12.1 #EE S, 5 2 BFEFET
- MIEI A% 12 FER KON 24 e o b 2 7R EEICE S & 1 [BIH O HERETE FEhET 5,
<1 HOHAEMRE% D2 &b 2 HU EREZICHE S 2 8ol 7 7 REICEKSE 2

[ H o H &% I 5,
-2 [ HOHEFH 2GS 1.5 HUL ERBZICHE SNz 1 RoIHR N7 7REICES X 2 HE
BEH) o HEHHf%ET 5,

7.12.2 2 5BLAE

- Pe H.BRAMATE 2 IR (3 [EIH) OGS | EERESICIT b T 7EEZRE L, HEH
BixFhd 5, iz, HEMA 4 AT 4 BMIC 12 BZE L, EFRCIGE b7 7 RE
ZHIETHZENLEE L,

1.12.3 &R H Tz > TIMREERr OB F LM (BEEE /G E) NE Y ~ 7 7RES
Hwa,

113 BB AKI DA A, 0.5mg AN DEEBELZIETHZ L,

7.14 2 ARG L CHBERIEROLENBD LV WiEAIT, BGE2FIET52 L,

1.15 @, 3 hHETCO®RE LT L,

(ZRMEMK - KERRICEHHT HEEMmME)

116 1 Ho7= 0 O 58D EfR% 0.3mg/kg & L, I b7 7REICESEEGEELZHATTHZ L&,

117 B 7R AFIDOIr % AN, 0. 5mg AN DO G&E2RETLHZ L,

118 BHBERIIFAIE LTATa A FRIZOFHTA 2 L, £70, IERPLE LZBICIEAT =
A RO EZBETHZ &, [17.1. 13 /]
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(B8 YLRATEILME TVTRS)

1. RERUVRAEICEEY 5T

(FhREFE)
1.1 MEF o 7 a ) AADSL AIIRMERE /3 0AT D12, AKF OB &% T 5 8RICi34e
MmAREZNEST D Z &,

1.2 7 vV EHERTBICY > Tid, ROBICEETHZ L,

7.2.1 BRI & B 72 A O AWML RIZEIEIIRGE S iy, [FBRIO A 72 M2k 4 5 Cmax &
VAUC LED IR Z N2 1. 18 LTV 1. 08 ; 16. 1.5 ]

1.2.2 7w EEERIOY 0 #az ORISR LTl miEA2REd 52 Lok v iFick s
W DEBIN /2N EE2fERT HZ L, 72k, IV H 25 WIS 2 IO L& N A B
AT, BREIDS U THREGEREZHRETHZ L,

1.3 BWIMHFRENFHT 258 ICBBEENRBD LN TCNDOT, MHPEE (BL2®&k5 12 K
#%) 2T 5720 20ng/nl LLFICHERFT 2 2 &, [11.1.1 B8]

1.4 o flE & OOFHIC LV | BEOREMHEIOFTREMEN &5, R, IBERBEIZIHB VT 3
Fdo 2N 4 Fl OB I F 2 A5 DR T A MEIRIE 21T 5 LA 1iE, AR oW S
BERCRET D Z ENARBRGAE D & 5D, BEEE OREK OO S 2 tho sz iAo
FidH - GRS BB L CRETS 2 L,

(FrigtE. BRER VBRI

7.5 HRBOREICEN T, KBENZARICHAMEAEZRE LZEERELNLTHDEDT, #
BEEREDOBICEETHZ L, [17.2.1, 17.2.5 ]]

(B HETEHE)

1.6 7 L7 F=MENEERTIO 25%LL L ER L=HEa12id, AAID 25% UL EORE TR D
WY B A EET D, [11.1.1 BHE]

7.7 MR EEDMEWE S IS A RHE TR ANERD BTN D O T, BHLA RHE T 458 B 12 13
T 2 T& 57717 10~20ng/mL £ 95 2 &,

CEBMEXRE%)

1.8 IRFEFIINIMERNC i b7 7 REAZE LG &2 T 5720, ABEUIENICHE U E B
DFTEETLZENEZ L,

7.9 FALL BH7-0 oFEED FE% 0.3mg/kg & L. RO EICEE L CHEXRE T2 &,
[17.1.8 ]

7.9.1 MEZEMNS 2:BMET
- WIEIFE 5% 12 BERE KON 24 BER oo Ifueh b 7 7R EIC RS &, 1 I H O HAEHE A EiT 5,
-1 EHOMAERE# DR ED 2 BU ERBRIZHE SN 2 Solfd b7 7REICES X 2

[\l 5 o F & % 5 hi 9 5,
-2 B HOHEREG NS 1.5 B ERBEBZICHE SN 1 ol b7 7REICHKSE . 2 HiF
BmH) OHEMEZFEHRT 5,

7.9.2 2;BLIRE

- BEEBHAAT% 2 s 3 EIH) OMERTG 1 EBBRERICHF N7 7REZE L, HEHR
fHixFEfT 5, 7o, BHRBAEDBRITAEMIIC IEZEBLZE L, S0t N7 7RE
ERESTDHZENREE LV,

1.9.3 HEGREICH 7> TIRERFO R FSM (BRBEE/EERRE) BNE UM N7 7RES
Auna,

110 B 7B AKIDO I % A, 0.5mg A DEERELZIETH 2 L,

111 238G L THERIEROBENRD SN2 WEEIE, KEGE2PIET 52 L,

112 @, 3hHECTO®RE LTS L,
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5. ERPRRLAE

(1) BERT—5 /8y r—3
KR L

(2) EREREEHB
R L

(3) AERIGERAR
(FEHBmRE)
1) BRI D RSSO ]
FEINRTIEE AEERER (35 1)) . FEINZ IS AEERER (69 1)) . [EIPNEE IAE b sk (82 1)
AR E CORARER (1990~1994 4F) (2330 C. BERBHTL O —RIBESNEIL. 186 il CHiat <
I FEREAGFREL O VERBEESERIIZTNEIIT. 3% K TN93. 0% T - 7o, kS 1E 74/186
B (39.8%) THE 101 [H]Fx 54072 17~

2) BRI 31T 2 HEHe SO O )

ESIAEN
KRR E TCOBRKRRIZIB N T, ENTHERBSOTFBEFINEZZT. #7e ) 5 (FESHR -
TEN) BEG I 24 1D 6 A RREEFRIT65.6% Tholz, ZDH 5 8 BlITRFHIIIRE
Tholm, HHISIE 4/24 B (16.7%) THER 7 BIHELNEZR, WTFNLEBETZED S HO |1
Bl ZERE 2T oA R2UVRFEEIZ LV IEER D LRI L=, F72. 1990~1995 4E|Z [EN CTHAMKER
SRR A2 T, #7a ) AA (EFHE - 0 7 ) B EE ST 120 B0 6 5 A AFRIZ 81. 7%
T&)’)fl 21). 22)0

3) BRI 31T 2 HERE SO S OB AE i 32993 D 4l

[P B 5-]

FEINATHIEE TSR (21 6)) . [EPNHIIEE TFEEUR (38 f51)) . [EIPN S TIAH Higeaklie (66 f41)
KGR E TORRRER (1991~1996 4F) 2B\ T, BB M% OB A %15 39% (GVHD) D FBf
AWM 70 5A (EHKR - B 7 EL) 285 L 125 B, THRICREL KIEL, {REN
WL 725 grade T LI B GVHD OFEAEIE 22 ] (17.6%) Toh-o7=® ~2,

REpSien

[E N R

KGR E CORIRER (1990~1993 4F) 2B\ T, B O GVHD39 Flicxt L& 7 m U A
(EFHE - 17/ V) Z8E L, S GVHDT/13 i (53.8%) S OME M GVHD12/26 i (46.2%) 23
A EDBRER LT 2,
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(4) 1RELRYEHER
1) BRI

(FoHEFRIZ)
OB B I 1T 2 EHE RS O]
[l P9 55 TIUAH ERR

RO TR CIIBEAFIEIC X D ikgeiaiR 23 IR EE 20 FE B 104 Bllc # 7 a0 U AR (FESHKR - 0 7k
V) G E, 5561 (52.9%) T [H®h PLEORGEN G S T,

L7 m ) NARERIZ 17 BT 12 G U TRE L7oRER (1996~1998 4F) . AL 94. 1%
(16/17 B) . 4EHOSUS SR LIERNL 2/17 B (11.8%) Toholz, 71 LA 7 E/L)
HOE Y HZ B (19 ) TOMFTIL, 26 TR BNIARE MR S, EHSITIEEL L 720

- f: 28) . 29)0

[l PN 25 T R
PU R T —HURGE - H1HLA FURGIEO AR BALEHE 1T, B 28~T7 ARIOBHM 1 HATE TH
7)) AT RvNVKITE 7 v ) BARBMET e v b TR R BB ERERIL 91. 7%
(22/24 ) ThH o7,

@RI I 1T 2 HEHE R O ]

[E N R
Z 7wl AAERE T RN 12 BRIEG LR LR (1997~1998 4F) . AR 100%, 1
MBS FEEL U7 FEBIE 4/7 B (57.1%) TdhoTz, 71 U LA T RANEDOH) Y # 2 4] (10
B) TORGTCIE, 2B TR O A DS HERE S U, IR SOG 2SR EL U7 ERIE 1/10 41 (10. 0%)
Thot W,

QEFBEAEIZ I 1T D HEAE RS K OB AE %15 990 O il
[P B 5-]
FEINATHIEE TSR (21 6) . [ENHIIEE TFEEUR (38 f51)) . [EIPN S TIAH Higeakliie (66 f41)
7 u ) K2R A 9 FICEE L CTRET L7ciE R (1996~1998 4F) | grade T LA oD GVHD DFEEL
FIL33.3% (3/945) Tho7-%,
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W—TRE%) (¥ 70V)LAN7E10.5mg+ 1mg [VTRS| OH%Y)
[ PN 56 TIAH e iR

AT aA REITZT IR R #E TR B R BRI AL O RSB A 5T 20— 7 A%
BEEIPIEZMRE L, 70l AAATRARE28 5], 77 &ARE 35 B 28 WG Lz, #7
0 U ARG T RNEHTEIT B EREREORBIFEIES A 2 7H¥OE(LRIT—32.9% TH v . £tk
R RPT AL S P RNEEIMEOFREE Th 5 1 HIRE B &, 1A (C3) D IHANE DAL #1344« —60. 8%.
16.4% T -T2, B, 7 VT7F= 27U T7 T A (Cer) DELRIT—22.0% ThH-7-°Y,

27 nal hARE 7T R
[n=27] [n=234]
RIBIEBIE O3 % = 7 F 02k (%)
—32.9%£31.0 2.3%38.2
mean=S. D.
LHRE A EOFAEOE L= (%) T iiE —60. 8 8.7
(GBS, BE3DUS L) (—73.7, —37.2) (—14.0, 90.0)
itk (C3) DOFEMMEDLE(L=R (%) il 16. 4 —2.8
(1D SAL, HE530USAL) (10.3, 27.5) (—11.1, 18.2)
CerDERMED LR (%) HrufiE —22. 0% —1.4
(B AL, FE3IUS L) (—33.5, —4.2) (—19.3, 16.9)

MERIEERMEAF A 27131 BIREAE, RPRIMEREL, Mg L7 F =2 Hi dsDNA
PUA, MK (C3) OBEHEAD AT (£20~3 50D 4 B b b,
KK Cer [ZDOWT DAY 7 1 U AAFEOFHARAESIER L 26 51,

(GEBHREL)

E N IR e i B R NE N R A E EmaRER (V-4 FEROHEICEET 2EE ] OESR)

W S EE O SRR TR KIGRBE 62 flzxtget L, # 7 a ) LA T vARE32 6], 7
Z 2 AREE 30 iz 2 BMBG Lz (RiRER), #27n ) AR e ARICBIT5UESR DAT A
aTICKDUEE) TR 1DOLEBY Tho7e ™, £72, HEIEOHIAMEIEIBIE KGR B 11 FIC,
Zra ) AR TN E 2L Uz GEEREER) , EF DAL A a2 7 X H8EE) 1345. 5%
(5/11 i) Th-o7=, WzBrE & HEIT 18 0.025mg/kegl H 2 BIZFEIHEE L, 0% HE
kT 7R (10~16ng/mL) & 725 X5 AEFEH LT,
Tz, BMAHEGEBRO ¥ 7 1 U A AFERE K OO SR MBS RIGRBE IS, 2 BHLED
HIZE N T 7RE% 5~10ng/mL & LCTH 7 v ) AAN TRV ERE 128G LR, Rk
HRIZET AekEE DAL AaTIC L D8EE) X, 2 61.9% (13/21 fi) * K1V66. 7%
6/9 f5) * ThHoT,

# 1 DAl %= 7ikiER

SR EGIE (%)
V/A=RNNS 75w AR
DAI A =1 71T K B il i 16/32 (50.0) 4/30 (13.3)

DAL A 3 TIZR W CHEERIEL, mHE, T NRSIET R, BT O 2R HRE
flio 4 BRAETHUE LGS UaE) & L,
1) EIARRER To MBS . %

ToLtBYHEEZHREL D7 EbREBRBEND 2 BARIIREROBFSLM (B OE/FER)
IEZT, ABREH T CHREG L, 28lZ2E0, 1| BREED ERIZEE T 7RENMS SN
72< &% 0.3mg/kg/ HFEY & LT,

V.

BHEIC B9 5 TEH 29



MR i 7 R OO E =R 15
NEE *1
BHIRH (12X UR24RFHE) Drew=Do1aX12. 5/ ( (CiontCos) /2X3)
JERIL #&54R B
2[a] H* LE B OFE» 52, 3ARERR R _
Dncw:DoldX 12. 5/(:9D
BRI B5-108 A, 57, 8HH) T2
3l 2181 H OFAE 5 1.5 H PL AR R
Dncw:Dold X 7 5/C#
BE15HH Rl BeH12HH) TR
3lal B O AR RS 3. 4, 6. 8, 10, 1208KFTHIES
Dncw:Dold X1T. 5/Ctrough
(IR L 0) HET IR

Dowe : FAEIRTORG-8 (2 5-BAEFE 0. 025mg/kg) , BEH S NIAEO /NS T i & MU A L. 0. 5mg 4|45 T
&bHITVEE T2,

5RO &
KE (kg) 30=~<50.0 50.0=~<70.0 | 70.0=~<90.0 | 90.0=~=100.0
B
1 1.5 2 2.5
(mg /TA1)

Diew : WEITR OB G-E, FH SNIAEO/NBURLUT S A2 R TA L, 0. 5ng Z1 7 Tl bV ME S 2,

K1 Coon DNE B FRRAERIG XUIKB DA, Comn & FAWVZE ; Dyew=Do1a X 12.5/ (CosnX2.5) £V, F7= Cop
DNE B T BRAEARTE X KB DA, Cian ZFVTZE ; Duow=Do1aX 12,5/ (CianX4) XV 2B OHEZHH
T2, HICERE FIREARBXIIRPOEHAE I, EETREOBHEEZRAL TRFORICEI Y EHT 5,

X2 REIRRE N SN B G EOBMNSAS 1 BHERESO 2 50 1 2l 5546, L b7 ZRENREIC
10ng/mL Ll EOBEITIT I EFREET, F72 10ng/mL RFEOBEITITHNSy % 1 B HEEESD 245D 1 &
T %,

30 CFA% 7.6ng/mL LA L 16ng/mL RlOBFAITIT, EEORHEEZHIZ 0.6 5 (=7.5/12.5 fF) Lizf&e
T %,

C* : 1 [BIE OFWH NS 2, 3 ARBMRSIZEIT 2 2 SOl b T 7RO VEYHE,

C* : 2[E B OFE2 S 1.5 AL RGBSR DI b7 7HE, 2 5 DBEETOFEEME,

Corousn © 2 WRABEIZISWNT, BAFIRESL (5~10ng/mL) A i L7z k7 7 HREL,

B 2B E CORLGERE  FEHRERFr Vo —1

4 - » 1z
AR BRsesy e [tori ] 156 8]

I ,-"""""" D -4/ y 1'\(’-"”
lﬂ.l li‘mm*ﬁlﬁll X N - 3
B

2) REMHER
BHTPE L
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(5) BFE - mEHNHRER

(BHMUHR - RIEHRICEGHHT HMEMMR) (¥ 270V LA 72V 0.5mg» Img [VTR S|

DFHi%H)

ENZHIERR R « RIEHRICA 0T 2 VA MR 2 EM S8R5 RO Z sk LR 4 — 7
VR (Tv-4. %&&Umi BLE T 2 1ER ) OEZB)
ZIMEFR « BRI DFT D MMM KBS 25 Bz, A7 v A FHIEOJFHTTCH 7Y A
AH T/ % 52 WG Uiz, TOME, 5 52 B%ICBT 2 25 E L O EA R ITZ
FEHL 88. 0% KN T6.4% T - 7=,

(6) AEMFER

1) FRABERE (—REARERE. BEFEARERE. FRARBLERAE) . HERTET—2A
—XFE. WERFTERERABONE

(FEHETEED

1) BRI T DERBSOME (TV-4. HEROHEICEET 27EE] OHEBR)

il A e o
MR OFA (1996~2002 4F) 128B1T 5 1 FRRAEFREL O T FRRAESERIL, AN (1, 233 #)
TIEZNEI 98.6% KT 95. 8% T -7,

2) BRI I T BSOS O]

fiE AR - BHARERIFRA
TR ORI 31 2 DBAE—UIBFIES] (10 1) @ 12 8 RFEAFR L O 12 HBRREAERITND
TG 100%., 12 8 BREHEHS)SEIFRIT 40. 0% TH o712, £7o. 3ERBAEGFRLD 3 F B iH
AFRIINTID 100%, 3 FRBEIEHREREEERIL 50. 0% TH o 72 *,

3) WiRsHEIZ 31T D MR O B
s H Rl A

TR OFRAIC IV B IAE — UG HRIER] (12 ) O 34ERBEAFRKL O 3 FERBEEFRITVS
b 82.5%, 3 EREIMSSREBIERIL 75. 0% TH o720,

4) BERBREIZ 31T D HEHa S O P

R TE o R R R R A
TR % OFHANZ I T 2 A — RIBRIER] (35 B) @ 4 FFRFEAIFRIL 100%, 4 FRFEEAFR
1% 78. 3%, 4 FFBFEEH SO R IERIL 37. 1%, 4 FERBFEA AU VEEBERIX 95. 5% ThH o 72 1Y,

5) ‘BRIRAEIZ I T L MG K OB %18 B ol (TV-4. MENROHEICEE S R

ﬁﬁﬁﬁmapﬁﬁ /N RERIGR AT
[T B h]
% ORI E T 5 grade 1 LA LoD GVHD @ BFER IR (B 100 HEFS) 1%, B (215 #1)
TliX 44. 1%, /NE (117 #1) TIX40.8% ThH 7=,
RE e
TR OFRAIZ I % 2ME GVHD (2xI 3~ 2 B 9hEIL, 56.8% (42/74 ) TH-o7= ",

2) RRBFHLELTERFEDABTXIEER L -HE - HEBROBME
AR L

. JBFEICBAT 5B 31



(1) Zott
(FBAESEIL)
D) DBHIC B B IR S O]
RBHICBT 55 7 0 Y hA (- 5 720) OIS ONBIERHER Sh TN © 1
GHEAF—%),

2) RAEIZ 31T 2 HEE S D HII )
AEIZ 3 D% 7 v Y AR (ESHK - 7178 )V) OIEMESUGOMBIZI R R ST D o 09
GMEANT—%),

3) WEBAHIZ 31T 2 HEHE S D HI
BERARICI T 22 7 0 ) A2 (ESHE - 77 80) OIS OMHRBHE S Tn g 90
GHEAT—5),

4) NIRRT I8 1T 2 FaE B o 4]
NGB BT D2 7 m ) AR (SR - 07 V) OISO IR DIHERE S i T g o0~
GHEAT—4),

(BEFENE) (X270 VLA H7EN0.5ng- Img [VTRS| OLi%Y)
1) [E RIS AR K OVE PN 2 LA b el
FafRFEBR S DIBRIZB N T, AT aA FEIOEGIZE > THHRA 5. IIREWERICE Y 27
A REITOWRENREE e 2R ERER T E 14 FICBEFEA] (AT aA REL fia)roxTr s
—BHIE) [Tz, #78l AAh T i85 LR, 10 flCRHISE0SELERDE, £z,
D IR DU ERL ANFEIRRE 7 7 < SN TWIIER TR IR N TTRE L 7e o 72l b A BTz oY,
AT aA REITIEROZED G HIVTO D MR & L < 1ZMBRFERG R o BE i) 1 )i B3 %
L LEEIFERBR I, #7270l A2 7w rg 28 #EHES L, AT o4 FRloFREE
BT RREEL G U, ARBRCIL, Sme/fRH /4 HOBEIG TAT v A RAlZBE L, EROZE
DHERFCE R WERICIE, AT A RO EEZITo7-, TORER, #7 v ) AARETIHE, FERO
R LICEEAT 1A FHIORMEZRD, FEHTHT 12 B & OG- TR 4 B O AT
oA RS E (L F=Yu U MEE) X, TR 4.91Ing/ B KO3, 8lmg/ H TH - 72 %,

AT aA FPELRLGEY (ng/H) OHER

VAR S it 7T R AL D) D 72K
[(n=40] [(n=40] [95% 15 HE X [#]]

B 5B AL 13.78+3. 958 13.88=+3. 545 —
B R4 TR —1.58

4.91=+4. 041 6.51 4. 889
123 i [—3.342~0. 184]
B4 TR —3.48

3. 81 4. 066 7.23+7.319
43 [—6.010~—0.953]
XL R=ym & (GE¥5+S.D.)

XL snm ) AAM—TTREE

V. IGRRICEEY 5T A 32



2) ENEFHIEES BB
2T A REIOEGAZ L > THEIREAR 5T MIERIERER O B B ELF 10, ¥27 v
LA H TR E 28 WG LI B IAERERICBW T, 8HITH A (B QIc 22 7) oekEER
B, IBITHHARAT v A REIBNEES N (BRI °9,

BE QMG A a7 OHER

G- BH AR T A& A&
[n=10] [n=10] [n=10]
13.3=%5. 17 10.6%£6. 17 —2.7%2.26
(¥ £S.D.)
(EEY9<F) (X7 AH7EL0.6ng: lmg [VTRS| OAi%Y)

[l N 1% S0 58 1R =) i 55 K OVEL N 55 T Bl
WEDIREIZEBNTH Y U~ TFEKOD7e &b LANC LY+ R G onznos =M v
~TFEFIL, Fra ) LAAD TR B TFEEERCIE 16 MR, ISR T 28 HH& 5
L7z, ZORER, #7 0 AA D T2 NAOFEMMRERIZI T 5 KEY v~F %2 (ACR) OF M
A 7T O 20% B ER OEIS (ACR20 B35) 1, FEMmERE TIL 49. 0% (50/102 f) | il
1£50. 0% (27/54 ) Td 7= 0,

ACR20 e (FEmilin )

R4 — H & H
7T R 1. 5mg 3mg
P U128 TUFR ) S ok 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
A5 IILFH B R - - 50/102 (49.0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

RESS SR e

ACR20 S (&)

(=61 HJER . (%) ]
MIEEWMEBICRT AL 70 ) AAH S EAOEREIN 1 HHEIT. @ 3ng Th 5,

B4 — B 5w
1. 5mg 1. 5mgBR ik 3mg
3mg F CHAE A
155 AR i R 9/27 (33.3) - 11/25 (44.0)
5 LM 5 fin 2 R - 27/54 (50.0) -

(BRI /TERER (%) ]
KEWME T DX 7Y AR TNV OARINT-1 BHEIZ @S 1.5ng TH Y,
SEIRIZ LY 3mg FTHENTH D,

V. eRICEd 5 HA
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VI. EHZFEEICEII SRR

1. EEZMICEEHHILEMXITILEMEE
AR LA
HE O & AW OB UINRF L. B OEFIRIEZRT L L,

2. XBEER

(1) ferREb: - 1EFIREF
B a Y AR TR B SN DY 7T EREE A LT Sl T I BB T B L
SEa— UV EIETS D LT YA M A R G UCHE D SR 20

(2) EDEEMTSHAERRE
1) In vitro{EH
OT HIfRRRBIC X B TN LA v Z—a A% (IL) 2k OA v F—T7=xu (IFN) -y D
KRS, BN T o, IL-1 8 KON IL-6 S pEA &3I4 5 o %)
Oz R LIS OB iM% OFEFHIZ R 2 IHIER 355 < . SRR D8 MEN R S
TW3 61) ., 62)O

2) BT B 1EH

OFRFHERFBIET L (D=2 AP0 4 XD | 9) (T 2 BRIBREHERGSS % M
L. AAEHIR 4 SEE X1 5,

@7 v FEERFORIEROA X PRSI & B AINEGHO RS, 5y ZAa o BN S 5
DB R A A5 O

OB RIEIFETL (w720 5y k™) 28T, BHASHE SRS 2 ME L. A8
4 SER S5,

@FBEETL (bt ™ AXP Zy b)) LBEETL (T ) Y BBEET LV (1
%) BROBBHE L (1 2) ™ 1250 5 BRIREHFARIG & T L, eI 2 IR S
2o

3) BAFIRICKIT AEH (#2727 a ) AAH 2L 0.5ng Img [VTRS ] OLEEY)
BEiRTT IV (T v b)) ICBITARIEMNY A Mo U EAZIE L, BEIRIER G « UEIRE
EUETH T,

4) BRIHTHER (X270 ) AAH7E/NL0.5ng* Img [VTR S| OBi%EY)
BRET N (U R) BT HH0FEHH DNA FUAEA K O O# AR IR 2 nfl L, REk
EERIFNEDE(L L CIREA O FF7Z2m 325 %,

5) REFRIZKT H1EH
FIEMEGRBE TV (=7 2) I8V T RIGHIROTEMAL T M2 5 0> IEN-y OREAZHHI L |
KIGRIPREZ BT 5 5,

6) MVEMEMIZRICKTT2EM (420 ) AAD T 0.5mg » Img [VTR S| OH%Y)
MBI 26T 7 1 (= 7 2) DI 31 B TINS5 JUERE & OBEL 2 i+ 5 2,
70, MEEHEETL (A A R) OEFREZUES S 95,

VI, HONHHRCRY S HHE 34



7) EREAEESEIS T RN (X7 v DA T 0.6mg - lmg [VTR S| OH%Y)
FIEMEIIEET VL (T v F) IZBWC, Si7eFral U/ EWGUROEAZIRI L, BIEME
WA BN DHRIE 2 s 5 %,

(3) {ERISTESH - FHRESRD
KR L

VI, HONHHRCRY S HHE 35



VII. EYREICEHT SRE

1. mAREOHR - AIEE

() BELEDLmMBEE
MG R L

(2) ZEmARERERR
) AAKZ 7B/ Ing [VTR S|
Zoual) AAHTTEbng TVTRS|

:1.68+0.71 (hr)
:1.71%0.78 (hr)

() ERRHBRTHREIN-ODRE
1) BB
KRR E CORIKFBRIZIB W T, BABBHEE 9y 7 ) AR 7 &L 0. 16mg/kg Z %1
WhE Lzl EDOEPBNRE T A= TRDEBY ThHo7217,

Thax Coax AUCy- 124 k7 7 fiE* oK
(h) (ng/mL) (ng * h/mL) (ng/mL) (%)
4.2+2.9 44+ 45 2741198 16112 20+17.8
%12 R[4 if Hr R (SE¥J+S.D.)
SORARNFRI
2) A

3)

4)

5)

NEFFB RS CEYER 5. 3 %) IZBWTIE, BRAICHEAREHRE T2 T~4 4 fFoR AL 5
TRFREOME TEENG SN GEATOF 7 a0l A2 DT AFE5EROT —4),

/NG AE
NN RS CEEER 2.9 %) ICBWTIE, AR EWRE T 1.3~2. 5 (FoKkAE S5
BECRBEOMEHFRENGONEY GAEATOXY 70 AAD T AEER_ROT—4),

B Y w~TF (X7 U ALABTEA0.5mg Img [VTRS | OHEY)
AR Y U~ FBE 12002 F 70 ) AAH T 3Ing R ARG Li- L X OEYEEE T A —
ZIFIKDO LB Tho7-% WEAT—H),

Tmax Cmax AUC0*00 tl/2 FX

(h) (ng/mL) (ng + h/mL) (h) (%)
1.3%0.58 19.64%+6.32 | 192.88+E86.42 | 34.89+8.69 25.1%+14.4
DA NI ERS CE¥)=S.D.)

ko, ENORABIG) 7~ FBHFICS 7 0 ) AN TN 15 RO g EAE O LI E 0
I P R 13 B O AT RSN L7z 90 9D

725, [EPIOHNME Y -~ 710 TOBRRBRIC S TP A IE L 326 P, 57w
U AL 8~ 16 BERIH O LM PR A 10ng/nl A L& R LI BH T8 BlOBTH T, 7 L
T = B RIVER L R A R AT £ < 2R B AL A AN o 72 2,

I—TF AR (B AAHTFE/N0.bng Img [VTR S| OLE%Y)
ANV —T ZABRBEBHNHF 70 ) DAL 7B Ing ZRRAOKE Lz & & 05 8~16 FHifE
O P EE X 4. 35ng/ml. (1. 70~7. 30ng/mL) Th -7 P,
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6) VEBMERIGR
B NTEEERIBRBE Sl Z 7 1 ) LA H FEIL 0. 05mg/kg iR O#E L= & X 03EpyEhfe
FA=HFHRDERBY ThHo72%,

Ty (h) Cpoy (ng/mL) AUCy_15, (ng + h/mL)

2.41t1.4 227+13 136105

7) ZEVERRR - RIEHRICEOFT DMEMEME (¥ 7a ) AA 0 7€V 0.5mg Ing [VTRS ] @
FiZ%)
N IR 2% - TG R EDFT DB EBE 26 HllcZ 7 a ) AAD T/ % 1 B 2 [k
A#%E L7z E 208 Mmd b 7T 6.55ng/mL (2. 52~11.40ng/mL) T -o7=, FDEDF
B 583 0.0721mg/kg/ H (0. 030~0. 156mg/kg/ H) TH o7z, 2B, VBT b T 7 HE N
10ng/mL PL EA R LIZBHIL3HITH -7 P,

8) vl LAATvNES T KNARERLO L
RANBBHEBEE 9B H 7 a ) AAT T v E O 7 e ) AATERIZRIHERS Lz & &0y
BT A —FITRD LB Tho72%, (V4. MELOHRICEESTSEE] KO VI-1.
BN L Z OB OEBMHR)

- - 7RI SR bt (R B 7 L)
® (mg/IE) Coax AUCy 11 Coax AUCy 3y c AUCy 1
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL) i
1 2 10 42.7 18 94. 4 1.80 2.21
2 1 10 70. 2 9.3 68. 6 0.93 0.98
3 3 27 165. 4 23 113.3 0. 85 0. 69
4 1 14 105. 6 7.2 41.8 0.51 0.40
6 1 9.9 61.5 14 69. 2 1. 41 1.13
7 2 13 92. 0 13 103. 8 1.00 1.13
8 1 6.2 36.7 6.8 27.6 1.10 0.75
9 1 4.1 32.6 3.8 34. 1 0.93 1.05
10 3 20 230. 8 42 320. 0 2. 10 1.39
FEE - -~ B B B 1.18 1.08
+S.D. +0. 50 +0.51

9) AWyERolE) kR
O#7aYLAH7ENL0.5mg [VITRS]| ¥
Z7a Y KAHTEN0.5mg [VTRS | IXFEHEFIESE, ¥70 A2 7 E)0Ing [V
TR S| LAEMFNICHESE L ARSI NT,

@7y LAHTE/NIng [VTRS] *
27 Y ANAHTENL Ing [VTRS| &7Fu 577N Ing &, 780 AF——JEIZ &
DWENEN L A7 EL (F27a ) AR LT Ing) BEEER AR FICHEREER O %45 L T
7o) ARREZIE L. HBONTIEYEIRE T X —4 (AUC, Cu) 220V T 90%EHHX
A THERTHIRT 24T - 7o fE 5R. log (0.80) ~1log (1.25) DHPFANTH D . M DALY TFHY
[RIEMED fERR ST,
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M%7 a ) AZAOIEYERE ST A —XF

HTENRNT A—H BEINTG A—H
L aER S AUCy 5 Cons AUC.. Tpor Tus MRT, s Kel
(ng+hr/mL) (ng/mL) (ng+hr/mL) (hr) (hr) (hr) (/hr)
vl AAJ 7'V Ing 17 47.19 5.95 62. 08 1. 68 25.94 12. 15 0.034
[VTRS]| (1mg) +22.84 +2.11 +32.45 +0.71 +8.98 +2.94 +0.028
o o o 17 44, 21 5.93 58. 42 1.54 24.52 11. 06 0. 044
a7 77NV Ing
(1mg) +26. 26 +2.38 +36.13 +0. 57 +9.56 +3.72 +0. 055

Mz 7 a ) hADREEHE

8 -

J¥ (ng/mL)

]
-3

M HEE

[\
Y

CPEME AR HE R 22, n=59)

—e— %710 AAH 7Tt 1 mgVTRS]
0= FUYT T 757 )1mg
P + fE MR, n=59

[N

12 24

[ (hr)

36

48

M R EEONT AUC, Cpoy DT A —=Z03, #BRE OFR, (RIEOPRIEEL - RS O RS
TR K > TR DATREMEN D 5,

@/ LAHTE/Nmg [VTRS] *
Zrmal) ANAH TN g [VITRS) £7ul I 707N bng &, 780 AA——EICX
DWENEN 1L BT BN (7)) AAL LT bng) MR A S FICHARHERR 05 LTl
a7 a ) ARREZIE L., BONTIEYEIRE T A —4 (AUC, Cu) 20T 90%EHHX
VRIS CTREGHIRIT 24T o 7245 5. log (0.80) ~log (1.25) O#PFHNTH V. WAIDOAEWZHRY

RIS R S LT,
Mm% 27 v ) NAOEYERE T X —F
HIE/NT A—H BHBRT A—H
He b8 AUC, 50 Con AUC.. Tpor Tus MRT, s Kel
(ng+hr/mL) (ng/mL) (ng+hr/mL) (hr) (hr) (hr) (/hr)
7 wal) AAJ 7L bng 1h7%®v | 314.51 33. 85 370.73 1.71 32.71 19. 81 0.022
[VTRS] (5mg) +149.92 | £10.58 | £180.43 +0.78 +6.51 +2.80 +0.005
, L , 7% | 310.10 35.31 363. 11 1. 67 33.58 19. 64 0.021
7w 72 7 J 7% /Vong
(5mg) +158.73 | *£10.48 | £189.95 +0.77 +4.21 +2.12 +0.003

CHEME =R AE(R 22, n=20)

VII. $@pihaelc 5 HH
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s 7o) A AOREREHE

40

0| it —e— #2710 LAH 7 )V 5mg[ VTRS]
gl 1 0 A Y57 H T)V5mg

3 Tl + BEHEAR A, n=20

g 7&

By | i

= it ‘

= o0 | Bl IR

RO

10

k¢ [H] (hr)

M FPREEAETONT AUC, Cpo DT A —=Z03, #BRE OFIR, (RIEOTRIREEL - R % O RliR Sk
TR L > TR D WREMED B 5.

(4) thiEs
MG R L

(5) BE - ftRAEDEE
1) BFEOREY
RN TRFICE DX 7 0 ) ARFEYERENRT A —F~OEBERFI LI 2 A, BREHK
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